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(54)Titlc: AMINOPYRAZOLE DERIVATIVES 



(57) Abstract 



halogen atoms and lower alkyl, lower alkenyl, Ar 2 
halogenated lower alkyl, lower alkoxy, lower 
alkylthio, lower alkylamino, di(lower 

aJky!)amino, acyl, and aryl groups; Ar 1 represents an aryl group or heteroaro matte group which may be substituted with a group selected 
among halogen atoms and lower alkyl, lower alkenyl, halogenated lower alkyl, lower alkoxy, lower alkylthio, lower alkylamino; di(lower 
alkyl)amino, and aryl groups; n is 0, I, or 2; and R 1 and R 1 , which may be the same or different, represent each a hydrogen atom or a lower 
alkyl group or a salts thereof; a process for preparing the same; and a therapeutic agent for bulimia, obesity, or diabetes, comprising the 
compound or salt thereof as the active ingredient. 



Compounds represented by general 
formula (I): wherein Ar 1 represents an aryl 
group or a heteroaro matic group which may be 
substituted with a group . selected among 
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(5 7) 



Ar l — (CH 2 ) n 




C I ] 



[xt;^ Ar'li^ny>^, {&&7;u*;u^ {£^7^^-;^, ^d{&& 



oy>Jf?^, f&^^A/g., {SiftT^-A'S, «aia7^i, (S 
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jtf./u f* ISA* 






CN 




KP 




RO 


ji — r^-7 
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a->7 
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NPY©f^a&S*HLlt-f <5C£a<-C*5o NPY CD NPY S$^$5 

gift* jfiL**$ltfP®«Si*i£gl«L 0l*.tfffl£l£. oojR, T/^/U 
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8fl CD §fl 

*»B.a© sstjii. npy %irift% ^ *r»*iw.i*a#f a c & k * 

o 

*IS"W*'3tts — JRSC [I] 



Ar 1 — (CH,) 



2'n 




CI ] 



& yfia7^*;i'7;-'$, 7->;i>S£O c 7 'J J: 933? 

af>f^ 1&&7/i>*;u8s {6»7;i/y-A^ ^af&g^i/^/u^ f£ 
ft7;i/3*->$, i£^7^+;i/f-^-S, fS^7yi/+yi/7 i -:>{6»7;i/ 

7'J-^*Xlill*3?SSH5*;nliO, 1X1* 2* ; R'SO'R 2 l±(5l 
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, — JHSS [I] "CS £ ft iit^!7J.i -t <o tt3£c5 != € ft £ 4>fi&& 
^i/S^SSS U #J/tliV f-;i>S, xf;H, 7*ot?yus, ^vyotm 

7^>f-/l/lK )\/%s* tert-'Of-^S^'l f-;U7*f-yl/S, 2- 

/f-;l//f;l/$, 1. 2-v ? ^^yl/7°at°;U£. 1 -xf-;U7°a fc?/l/S. ~^-> 
-f v^->;i/I, 1 - > f- > f- 2 -> ^;i/^>^;i/g, 3- 
/f-yU'Of-yuS, 1, l-y^f^7f^ 1. 2-5»f-;i/7*f-;u£ % 2. 
2- v»/^ ;i/7"f-/i/g, l-xf-;i/7f-M N 1, 1. 2- h 'J / f-;U7°a t'/US. 
1, 2, 2- Mj > f-Vl/7"a fyl/Sx 1 -xf-yl/- 2 -> f-;U7°o t'/Ug> 1 -x 

1 - a7°o f/Ux-f/Ug, 2-->?o7 , ot>if;l'l, l-->?o7°a 
t>/o t";US> 2- >7 a 7°a t°;U7"o t°;l/S. 3- a7°o t*;U7°a k* 

f-^S. 1 -7Moxf;l/l, 2- 7/^DXf/l/I, 2. 2, 2- MJ 7/U* 
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& o 

*2R5|cU «xtft"-;U*. 2-7 e cj<-;US, ^v^D^yl/i, 3-7'f- 

2-7'-f~>U|§, 1 ~7'-f™-^S-, 1 *Jb- 2-7 p D^s— 1 - 
> 1 -7 fl n^-;uS % 1 1 -xf-;bS N 2-^f-;U-2- 

7°a^-;uS. 2- J 1 - 7°d^-;uS. 3-y 2 - 7*-r-=.;i/S % 
4 - ^ > t* - sW^tf >>n5 0 
fg^7;U3 + *>Siii. SuSaffiSl7;u*yuS*W-r4T;i/3 + ->S. IPS. 

->££iK5|cU h*->S. xh + yl, 7 p n t°;l/7r4r>'S> ^7 7" 

n \*Jl/**z/^ 7'h^'>S^ -f VJ'f-W*^ tert - 7' h 4- ^ 

^>f-;U7t-4-i>S^ D^\4'>;i/^4->S. D^s7°^;i/7|-4vS^ > 
^>f-;uy f-;U*4->S> 2-y?a^>f-;l/xf;bt + ->^ 

tert-r^vl/^^S. ^ >f-^f-^S. d^o t°;Uf tls 
nrf-yU^S. a^>^;l/f-^S. *> ? a ^4 ->;l/f-*S^ •> ? 
c\7 B f-;Uf-;tg> > ? o 7 p a t 0 ;M f^i/f^S. 1 - •> ^ d7 p q t';i/xf;i/ 
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Sn 2- q7°d t";U7°D 3- d/d t 0 ;U7°D t°;i/f-^S, 

g N -C 7 7*13 fc°;U7 ;/|, -fffrT I / I, sec-7>;U7 ; tert - 

v{g^87;u^;i/T i /S<?:i±, Jtnaffi&7 > 0 yfi& * tltzT 

ZS&£%£kL* mx.li'JJf-i\'Ti/&* V x.t- )\s7 i ; x^f 
j\,T I /m^fr&V'^tlZo 

'f;USXI±7D-fyl/S*S5|sL.v 'p-C&igMTJbt) ; -i M> 7o -r;US^P 
fiar;u*y -f;u££li» a&SBSltt^ U7®7;i/*y -r;i/S*i£#U 0>J 

(S*ft7;Hr/ s8RJK3tt^L7®7;i/4ry ^S£f:5jcU #J 

fitt7 -T^Stfi. jft^Stt^ L 7® 7 U #J 

xtffcfo 'J 7 'J f-x.=.;l/£ % -f £ ^"7'J v* 'J T 

7'/'J;i/S, -f 7 -f 7 7" U 4 v**V/V ^S, h 
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■J 7 •/ ') * * if v> 7 7 ') ?- 7 v 7 V 'J ;Ug, t° 'J i> yl/g, t° 5 
•^-yug. tT'J i v'-^S, fy^^yug, ^>K'Jyi/S, \>v'77- 

>vV V * * if '/ 'J yl/I, O v"f-7 , /'J "OvW 7 f- 7 v" 'J -i' 
>y-/'J^S. yu*, *y 'Jyi/g, f v + / 'J 7;? 5 v>-yt/£, 
±7-^U v , -;L'S, + / * if 'J - 4-^- -/'J ->>/ y 7° 

< SMtiDttOffia*^*!/ £ ft 5 o 

LTIi, W*lfSBttk iStttt, ffira. 

UTie— j&xS; [I] ra*ft«*lsi!flffl'ft'&tt*3!irAtt:fl«i«:M*-r<5feii», 
St [I] K*>*v*T£i*'»ft*#ai2-'§-»c-3 4 % *<Dff*ttJH*:«*<HfT3Eic 

ffifi7;i/*->U7 J 7S> 7->yu&&c/7 'J 9aH?*ft4 

^of>gt, igj&T^J-J^ iSJ&TJV'r-JU^ ^□{£|R7/i/+>'US> 
ffi&7<rt/3*s>S, fl&R7*+;uf-*£, ffijR7;i/4-;U7 $ /S, s>ffifi7 

ifLT^TUiv 7'J-;uaiXttffi*3?S9IS4li. &£®&©fjfa7 
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Hi 



& -5 



^SS5$0 7 y^Si LTIi, 0»];ttf *JU i yUg, 7*f-;US^ 'OW 
J: Off* L< 4. 



Ar l 0 7'J LTfi, #);LI;f 7 xx;U£, ^-7f-/U«**< % tHJSfff 

lti<-,T, Ar 1 £ LTIi, fl|x.lf7 l-^7f-;Ug, 2-^7 
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-f 2 - t° 'J 3 - tT U 4 - t" U : J)V^ 2-*<> v".*** 

7'J;uS. 4-'fV7'fyi'7i-;i'S, 3-'<>'/-f;i/7i;;bi, 2-7/U 
tf-o-4- t'7x- , J;i/3S^*^(/ i ='n. 4^^1-7-7^1/1, 2 -7-7 f- 
;l/I, 3 -Ov'^ ^7 x— ;i/S^*-<ffji-C*-5o 
A^li^QT-'^il^, ffi&T^^r-;!/^ 'M3ffi|!l7;l/* 

(Sft7;u*^7i /S&Cf7y-;i/*frS£*l|J:9glR3n3ff&££W 

/Nny>fiS^ (Sa7^+-;^ fiJR7^-5r-^S, 'M3i£&7;Hr>l/£N 

(Sai7^34 s -->S, (ft&7;i/*;i/f-*S, ffi&7;Hr;U7 $ yffiftr 
Tt>«ti», 7U-;i/SXIiaBR3Sf#SK£l^ &fg&©|tjf£7 'J -Jt-S^L 

ffi7vi/*;u*, {SiS77Hr-;i/S, «ofia7^;i«, <BS7A3*->S, 
l£S7;i/^;i-ftS, ffi»7;i/*;U7 5 / & s>ffi&7;Mr;U7 s /S&tf 
7 , ;-/l'Sfr&««l¥J:tK 0— Xli^nCoT 1XJ12JK±. $?£L<<ilX 
(i2g!R-r-5C<tA<-C^5o 

* 

-f 7 7°D^r.;uS, 2 -7'x-;u8, 3 - ^ f-vu- 2 -7"-r-;ugtp, =k 
L< lif^uS, 2-7'o^;i/g^ri<£frgT£><5 0 

7 □ / f- ;uSI|d<5f® "C £> -5 , 
»SSI*©iSa7^3+-->2<k LTli, h*->S, i^^l, 7° 



WO 98/27063 



9 



PCT/JP97/04569 



itm, 7°a ttfrf-fW, «t <0U £ L < It/ f-;Uf-^"S^A<$H|-C*5o 



SfJKUSiO-Cli, /^o-!r>af^ ISl57;L>4-yi/S. ffia7Jio*->S, ffi 

l/ti<-sT, Ar»iUTI4x m^iy i-^lv 1 - 7 f- 2-^-7 
f-^S. 2 - tT 'J i^S. 3 - f U 4 — tT 'J 5> 2-?Da7i- 

3-^dd7i — 4 - 7 n n 7 x -/l/l, 3, 4--^dd7x- 
2 -7' 0*7 x— 3-7*0*7 x—^S, 4-7*o*7x— ;ug, 
5-^DD-3-t*'J v?Al, 5 - 7'o * - 3 - fc° U 2 -> f-^7 x 

— 3->f;i'7i-;i'l, 4-7 f-;i/7 x-;ug N 3-xW7i-^ 

g N 4-X7^7x-;l/g> 4-7°a t°;U7x-;l/S, 5 -7 5^1/- 2 - f 'J 
6->f-^-3-t°'J y^Ss 6-J^yu-3-fc: 'J ^vl/S. 2-7 
^;U-4- tm i^l/g, 2-xf-;l/-4-f 'J i^l/g. 2 - 7°o t\>U- 4 - £ 

* 

>J v^ug. 2-7^/l/-4- t° >J yyuSx 3-/f-;l/-4-b°'J ^ug, 3- 

S> 5- tfll 3 — h "J 7;bto^f;i/7x-;i/i, 4- 

h 'J 7yU7Ta> f;b7x-;^ 2-> h*->7i-;Ug. 3-/ h^->7x 

4 - > h + ">7x-;l'i, 4 -i hrv7 x-/bg, 4-^77 s ot° 
M+'>7x-^ 3, 4-^/ h*">7x-A/$* 3,4-^b>^^ 



g N 3 - i?J ^J^7 I J 7x-^i> 4 - f-yl/7 ^ J 7x-M; 4 - > 
h + v-3-y^f-yi/7 ^ J 7x-/^ 2 f-;Uf-7f7 x-;uS. 3-> 
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>^2s 3-fc'7x-'j;i/Sx 4-t"7x-'j^Sf*<?iff>n> >t»-c&4- 

t°'J 2- ;< f-;l/-4-tf 'J v^l/g, 2-xf;b-4-t'iJ v-'l'g. 2- 

7*d t°;u-4- t°'J iSJ\/M, 2-7'f-;u-4- f'J v;i/g, 3-?dd7i- 

;Ug. 4-7'ot7i-^ 2-/f^7i-;l/g, 3 - J TjU 7 x -yl/g, 
4 - / f-/l'7i-)l'S, 4 -x-f/U7 x— 3 -/ f-;U-4 - k*'J vyt'I, 
3-xf;l/-4- tf'J v;l/g. 4-t"^;U7x-;US> 4- (2 - 7°o^.z.;U) 
7 x — ^S, 3 - J h 4- •> 7 x-;bl, 4 - * h 4- •> 7 x -.'l'2£ x 4-x ki 
^ix;^ 3. h^->7x-;l/g, 3. 4->f. l/>m->7i 

-/l/g, 3 -/ h4-->-4 - f'J v;l/g, 4-/ 7 x 3-> 

nlifk lXll2*«5|6rS. 

* 



0 



H 
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5-7x-il-3- (3 -7 x-;U7a t a ;f--;L/) 7;7 h°7 7- ;k. 

5 - (4 a a 7 x-;U) -3- (3-7x-;l/7°a tV-^) 7 I J x z.=? 

5- (4 - 0 a d 7 x-/u) -3-7i-;i/7tf;i/7; ; t°77-;k 
3- (1, 3 -K>v^- + -y-v-;u- 2 --r ;i/7-trx;u) T i S - 5- (4-^ 
a □ 7 x — ;u) t°-7V— ;K 

5- (4-?od7x-;U) -3- (2-t7f;l/7tf;l/) 7;;t a 77- 

5- (3, 4-*^ h + v7x-^) - 3- (2 -f-7^;i/T-trf-;U) 7 5 J £ 
7 7- ;k 

5- (4--^f^7;y7x-A) -3- (2 -^-7 ^;U74r^;l/) 75 7 

3- [3- (1, 3-<'y/**VV-J\'-2-'( Jl) ■?a£*-jl>] 75 7- 
5- (4-?ao7i-;l/) t?7'/-;K 

3- (2-7 u 7f-;l/T-ir^;U) 75 7-5- (4-f'Jv;U) kf^V-JK 

5- (4-7 h + ->7x-;u) -3- [3- (2 -t7f -fatf^-fr] 7 

5- (4-7 K->7i-/l') -3- [3- (l-t7f;W 7° a \£ir-)\>} 7 
5 7 t°5 v'-;u, 

5- (3 r -;>f^7; 7-4-7 h * v 7 x-;U) -3 - (2-t7f;l/7 

■tefwi/) 7 5 7 fc" 5 V-;K 

5- (5-/^l/-2-fiJ^^) -3- (2 -:h77WU7-tr7^l>) 7 5 7 t° 
5-7-;!/, 

5- (6 -7 f-;U- 3 - t°'J -3- (2-^7 7^1/7*7^1/) 7 J 7 f 

7'/-;K 

5- (4-7 h*->7x-;U) - 3- [2-7^;U-2- (2-7^77^^) 7° a 
75 7 £7 7 -/K 

3- [2- (3-^>Vf;U7 x^AO 7°Qh°^--;U] 757-5- (3.4- 

v7 F + ->7i-;i') t^y-yUs 

5- (4-?aa7x-A0 -3 - (3 — t" 'J 7*5^1/) 7; 7 t°5'7- 
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5- (3. ^->7i-*) - 3- [2- (2-7WD-4-t*7x 

-'J/10 7"Dt">r-;u] 7 • J t°y v'-;k 

5- (4-?do7x-;1) -3- (4 - t° 'J i/;UT-ir 7i/t*7 7- 
5- (3. 4 - v>y ^y7x-ib) -3- [2- (4--f 7 7'f;l-7^-W 7° 

□ ftf T I J h*7 7-;k 

5- (6 f-yl/- 2 - tfy -3- (2 - + 7^-7ir^A0 7 i J t° 

y 7-;K 

5- (4-> h*->7x — ;U) -3- [2- (2-^-7f-;U) 7°n t°:tr.;l/] 7 
; ; t'7 7-;k 

5- (5-7*D^-3-t 0 'J -3- (2 -■#-7f-;U7-fef-;iO 7;;t' 
3- (2-t7f-;l/7tf-/l/) 7;/-5- (5 - t"-;U- 3 - f h° 
5- (5-x^;l/-3-t°'J -3- (2 -t7f-^7tf 7 i y h° 

-j&iC [II] 



ra«K Ai^jsnrfEos^^w-r^] -e^ns^^t. — chid 



h 




[in 
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0 . 

1 " ' 

Ar 1 — (CH,) n — C— C — OH [ m ] 

R 1 R 2 

K'K Ar 1 . n, R'SO'RMiluiaoS^^W-rS] T'S2ft.5;7;u*'>®EX 

— *SS [II] t-S£ ft jfiSC [III] -eg^tt* ^;u^>®?<tos 

£S(i> illt, —US [II] *;UIC5^L.T, — i&rf; [III] T" 

ig-ffc/- f- ? do*;^, f h7t Fn7 7>, > f;i/*/i/A7 ; k\ 
f 'J > (i €• o zi-g-&gMi;6<J3Tg T & -5 „ 

Tfi, fllx-tflM, N' -^^a-v^wi/*;!/*:-;?^ ^ K\ N, N' - 'J^vf 
ot>*;^*y^ ■ h\ 1- (3--^>f;i/7; / 7°o t";i/) -3-j^;Ut7 

h\ l- (3 - : j/ *j\st i j -fu t° ji>) -z-z-^frtifrtfyj 

J ) A^-^^UM-o*;^ x- K < y / h 'J 7 ■/-;!/- 1 --f 

7*0^ Mix- (v'>f;l'7;;) A^t7WD*X7i- 
K -^7x-yU»?^T^ h\ 1, 1' -rtyu+r^ucM i *'7 ^ -;^^£^£E-f 
^I^St^Jii. -$3 [II] -cSSttMfc-^l^A/irttLT, 1* 

%.lfc%.gtts -50°C~-100°C. #3 L< li-20^C~50'CT*4 o 

S0B#P^li, a*, 30#fyj~7BP^ L< lilB#Pa1~24B#P £ H-e&*o 
— H£5£ [III] T'S.$n^^;u+:>®icft^.r. ^*7;u+->S?cD£j£l£g§^ 
flgit [II]. -CS^ns^-^li^S^^^iCifcjcO, -J&xt [I] T- 
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— 1&5£ [III] ■C*$n5"/7yu+">Bogx£:ttS|*#<!:LTtt % MiLtfS/N 
— JKSC CHI] o/7;u^>ttoK^oy Wb^Jis — jftSC [III] 

— JKS CHI] 0/7;U**>SOfi-t-»if7Kft(i. — [HI] CD^tf^ 

•S-^feicge-j Tv {Ulilf? o D^Sif o o^87;l'*;l/ ; £/<a 

— tB& [III] ffl*^*'>icgttxxf^(i, — j&sS; [III] 

£3ti£KS£o-£\ «>LtfN. N' D^4-S/;L/*yu*"SM ; K, 1- (3- 

•^y f-;U7 S / 7°o bM/) - 3 -x.*frii = K^«Dlfr£JN«D£p£T\ 
WiKN-k Ko + ->7^ -> >-T i h\ N-h Ko*i/7^M * h\ 1-t 
Ko + vOv' I- 'J TV'-yH|CDN- t KD^-Wk-^ ;4-- h 07 x/ - 
;K 2, 4 - h d 7 x y — ;K 2, 4, 5-h l J?DD7x / / ^^9 9 
a a 7 * / -Jl/Sp© 7 x y -^Hfc^TOtSJSSlfi c <fc C J: «J »5 C <fc# 

— j&sS; [III] ©#;i/*">®0S&7; K(i. —KS; [III] ©*7/i/*->&£ 
#SsKSe-»T, #Jxtfl, l' -*/u.+:-;uy-f iy-f-iK 1, 1' -*;u.-i?.=. 

So 

— j&a; [ii] ■caESftift-^iii— jRsc Din Tasns*;u.+:>a«Dgjs 
ffiK*#i©SiC«x — juts an ra*ti5<fc'&«i*;nc3tuT, 

— [III] ■C«*n5*;i'>tf>8<DSJCtt»*#*0.5*;Ki:oLa*(* 
)K ff* L < tt 1 1.5*;i/ffli*Tfffen*o 
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f 'j y 4 - y > ^;u7 -yf'j y >^©WlSiSSX{i7KSft^ h 'J * 

£lEfi£ld\ ®3t. -50°C~100^C, $r£L<l2-20 o C~50T:-e£.5o 
Si&BfHUi. 5 3-|BJ~7BlHk #4 L< li30#ia~24B¥IH|-C*S. 

— jKs; [ii] ■casnsft'&tti— jrsc cni] -cs*n5*^*">sx«* 

<0SJ£ttStaW*4OSie:K4jc^T % £/£&#(r<fc -,Tli. — j&sS [IV] Xfi 
-«3S [V] 



(CH 2 ) n — Ar 1 

0 

Ar 1 — (CH,)„ C 1 

'VvVO' tIVI 




0 

Ar 1 — (CH 2 ) n — C— I 

/ \ , N — <(■ in — >c r v -I 

R R H W — (CH 2 )„— Ar 1 L v J 




[SC*. Ar 1 . Ar 2 , n, R'&tfR* lifl&£«DS5|c£Wf 5] TrS$n*ft-&tt*< 
*a<k* 'J "> A*0#£TKjD##J!¥*ig1-<5C i«= J: «J— jRSC [I] TgS 

— IttSC [VI] 
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0 

Ar 1 — (CH 2 ) B — > C— I 

R<\ 2 H~VJ" [VI] 

'Ar'-X 1 

[xW, Ar'lifg^Tvi/^yuS. fg&7;i"7--;i/S, ^of&iK7;i/4-;i/£, {g 

1-5] rasni-fb'&tti, -flss: [vii] 

R a 

R a — Sn — R 3 [ VII ] 

R a/ 

R 1 {iiSaR7;u+;i/£. ^7;u^-^;i/SXli7 'J ; R'lif&rS 

JCStfacilcfctK — JRSC [I-l] 

R^ R 2 H^U N ^"^ 

Ar'-R 3 

■ 

[SC«K Ar 1 , Ar 5 , ru R 1 , R J &C/R 3 lifufe©t:5fc£W-f -5] VHistiak^ 

— J83C [vi] ra^n^-fk^i— [vii] ■cssna-fbt^iogia: 
w\ a*\ — ttsc [vi] ■ca*n*<fb'd'«!i*^ic#L-Cx -jrs [vii] r 

S$n5{t-§-^^0.5€-;i/~lO ; e;K £F£ I < l± 1 t*~3^H»Tff<jn 
fiXE-Cffi^-S^y* Afc4J£<!: bXit. flj;ttff- h 'J 
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X7 -f A, t"X I- ') 7i-WX7^ W*5 i>7 A? o >) K> ft 

UT, 0.001 if S L < 0.01 t;u~0.1 tJ^Zm^Z z 

z> z t fc^itgr * 5 . 
siEiasii. gz£~2oox\ jp* o< {i6o°c~i5orT-&.5 0 

££05|gw\ 30#lffl~7 BfBK if* b < tt 1 iW^BflH-e**, 

— cr - 2] 

Ar 1 — (CH 2 ) n — C— ^ M /N. 

Ar 4 — R 4 

* 

7 'J -7U«X(iaaS*fS3IS£ ; R 4 {^&iR7;t/<7--;i/g£:§:5fcu Ar 1 . 
ftWc^HSSD-r -5 C <t IC «t (3 > — IR [I - 3] 



R l R 2 H 

Ar 4 — R 5 



[ 1-3 ] 



[5£<K R 5 li<&&7/l/*^£:§:SU Ar', Ar\ ru R'. R'£tfR 4 (21*12 
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/ 9 J 3^9 J ig-ffc/ 5 L U>, ? □ a+wl/A, fh7t b"D7? 

-$S& [I]> CI — 13 Xii CI -3] <Dlt£®lii, 

izs*.$km§i-<:iz a frfrz^&tLTii.. mzMmmmm, nm&, -hvi* 

(Comprehensive Heterocyclic Chemistry)^ 5=1^ A-R.# f- U *;/ ■=$=• — (A. 
R.Katritzky) Pergamon Pressor (1984 ^#8?.] (i-eftfC 

Ar 2 — COOR a - 
• (1) 

Ar 2 — COCH 2 X 2 
(2) 
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*M&iwcfcftl;f> — KSC (1) -CSStiS-ft-g-tiiT-tr h- b y /u**g« 
©fiPfiETKSES-lK — «S (3) -CSSn-Mfcatoi U ftOTSKb^tl (3) 
it K 5 s>> £5153 -IKS [II] TSSni'fk'frfcfcM 

ft-ir* (1) t7t h- h 'J^ioS^li. H^r J; <5&J£ 

safc'K siewfTfctu sj^s^iis a#* -78°c~mfiT'£»K £j£B#Pei 
b$ihi~6»¥ih!"c&5o 

-ft-^I (3) it K7i>>i®£0l±. a3t> 0*Rtfi*/-;K 7oy<y- 

■J©S"fr*tt*ffl*gt£8tt'K (3) ou;n:jittt, t Yv'Jy 
£0.5 *yb~10 ^e;K JfSKttl *;u~i.5 *7i/E^Tfrfrft5 0 

Km^mt, a#> 30£hhj~7bibu *fs u< « h^h~48^ih-c*« 0 
— j&5£ (3) -ess *i ii* -iss (i) vm.znat&®ii~ 

c i ir J: 9 W&t Z> z i *> -c & -5 o 

«*>\ — J&5£ (1) XI* (2) ?g$n*tt-g^j(i> mRa^*fflt^4^ & 
fco^&Xli-enicg i; <5#£*si*5KIE: c i ic J: 5 Mr 

**Wctt«r*— IKS [in] ra*n*'fb'frttii, r!TS5o a D*ffl^-5*\ & 
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5C t#T's-Z 0 

*-4ig**«-ffli^ ±IS— i&S; [II] «D<ffc^oaij6S&cf«S!Si»r2jSi;s^r 
gsSlftgSfflll (NPYifrfrBSttBfe) 

t h NPY Y5;g;g#£3- KfScDNAEJlJ [BR#mFftJg W096/ 
16542 ^mm^m S&L*? 9 pRc/RSV (-f >t'hn 
*x>ttSl) £t>'pCI-neo (^o^f/fttSI) c ? n -.=. > 7* Ltz a &$tl1z 

• TiiT i - • Jr? - *)■<< • *7 • If • at<f 7 K • X-r- V • f 

7* • 7 / ') fi (Proceedings "of the national academy of sciences of 
the united states of America^ 84#> 74131! (19'87#) #B?J ££J 
^TH£aiJSC0S-7. CHO&tfLM (tk -) (T> 'J A > • ? 4 7° • 

ft-o^'> 3 » i:t-7>x7x?hL > npy Y5 s$f*5saaaa* 
npy ys * s * fc »te * £ h« o fcKats * tt^ft^s # 

20, OOOcpmCD [ I2S I] ^7°?^ KYY (7v--> + A#ja) iifeic, 7-yHr 
■<aWffft (lOmM *a{fc-7^*>">A N lmM 7 x— f-yux/i/*— ;U7;u 
K> 0.1 h 7 •> >**t?25mM HEPESJMftt* pH7.4) + T 

25 °C, 2B*|HK 3 >Lfc8U ?'5X7 A^-GF/CKTzgiS 

Ltz 0 0.3 96BSA*-ftf50mM Tris£|®&. pH7.4 fCTifci^^V^* 7 

^7°*^ KYY#ftTTiSi|^Ls#^&U^7 0 ^'i' K YYi£-g-ir*f?- 
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(Endocrinology). 131 20901! (1992#) #b?.] 0 ^MM6 
<D<t%-%a<D ICsoffili 8.3nM T* o fc. 

YY (NPYiHSeOT) ©»^*»*»=|fl#Lfco 
aSgttJjtffl 2 (bPP tr J: 9 BUS $ ft 5 ffi&ff fttcftN- -5 tefiflttUtt 

h><;Uk"*-;UJ»»T (50mg/kgJttg|*jm[l!9:4K ittSD 7 7 h 
(7-8il<£. 200-300g) (DGMKmmi-mmtiLmfcttlzm&rtJ b'fi-^- 
\j (^10.8mm> 1*1 g 0.5mm. lOrnm") *ML Ml \s ••} vpffil5& l . 

fc. K*i a -u©jfcj»®{fcjtii bregma J: »)ifcir0.9mnu iE+ittJ: 0 
file 1.2mm. Fa^mi 0 Sic 1.5mm <fc rtfih^Jf AOfclRlw-eojfcjg}^ 
2mmi^'-f K*-*- U<05fci&fr£ajT, «iSSC*r 5 J: ? iz Ltz 0 #jl 

aH.oisitajtBH©^ * i/7f» k (opp, 5/zg/ 

head/10 ja 1) £fliJISMl*J IC&5. L fc 0 afcSWfc'&ttli bPP t M^Q L T I^Bf & 

■f d tr 1/ > 7 1) 3 - ;nr mm l ts-^ l ^. 

#S5W©tt£ttH:0ll¥K:!St5OfcbPP (NPYiHS^Wf) KiSiRftSO 
H±«aft, #$8Wfrfr«l [I] ttNPY#H.5T<5#«©0&A, #Ix.tf;Sjfil 

ice t * * i= & £ *k ^oa^auw-frfc*. asjw^Kttgsftsa&iojM* 



VVO 98/27063 



22 



PCT/JP97/04569 



A#©tt»u ffitt©afl»cf§w&rs&it»*©aa 

ifaffl^KJ: O^Stf, — ISKfiDtJJ?©*-^ JSAlB*fc»K 0.1- 
lOOmg/kg * l-ifcHd^-tfT, ■* fc#&Pfi4©W£-liN 0. 001-10 

#S BJ1 * H Jfi "T 5 fctfXDft&OJEJR 
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5 - 7 x-/i/-3 - (3 - 7x-;b7'o ;t/) 7 ; / b°-7 v-vt/cpgjiS 
3-7iy-5-7xiyUtf5*/-;U (160mg) *t?ijy> (lmL) irzg 
frU 3-7i-^/oft-/^D'J K (0.15mL) ZMz., M&ICT14B# 
Ms 50^ClCT30fl : IHI»#Lfco SJC«*ft»if-^ (15mL) ICT*RU 
5 7K (15mL). 10%9^ym (15mL)s MfcWMti- h 'J tfAjjcgjft (15mL) 
Stff&fa&t&K (15mL) KT&f&U ft7KSft®?x h 'J 7 AKTiaBLfc. ft 
ETlC/g&£®£Ls »fll*x^y-;u^6ttA'fkUaH'ffc'frtt (139mg) 
-S-fifeMU (IM 168 - 1.70 °C) tir#t 5 

mmm 2 

10 5- (4 - ? n □ 7 x_;U) -3- (3 - 7 x-;U7*n bV — ;U) 7 ; V b° 

H3£^ll ICfctf-S 3-7 i y - 5- 7 x-;l/b"5 7-^3-7;-/-5- 

is . St* 188- 190 °C 
HM0J3 

5 - (4 - ? a o 7 x — ;U) - 3 - 7 x-;l/7tf ;l/7 ; / b°7 '/-;1/<DS? 

it 

3-7; 7-5- (4-?DD7i-A) t*7V-;l/ (96.8mg) S^7i- 
20 JUM (74.9mg) *fc*'Ji?> (2.5mL) CgfrU 1- 

* 

7 7o f;l/) -3-xf-;^;l/t:-7^ i K£Stg (143.8mg) £iO;iMz£»CT 
3BflHHI#Lfc. fijStt^BMfcif-^ (30raL) ICTIHSU lNBBbKJf* 
'J 7 A^tt (15mL x 2) SC5ISfflfttS* (15mL) KTifefrU ^7K5S®? 
v/* Air TIBS L/c 0 *BETi::*ttE*9*U S»*ft»x*;ufitf 
25 '\ + -7 s >i 9$£a a 9<ffcU m.m<t£® (107.8mg) £Gfe£ B e B (».S222 - 
224 °C) t Ltttfc, 

twsk\z lt, hm^J4~23®^-^i^#^ 0 

H5S0I4 

30 3 - (1. 3 -^C>-/^-4-»'/-;l/- 2--l / ;t/7-tr-^;l/) 7 ; y -5 - (4- 
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? a o 7 a — ;u) b q -7 ;u 

11*251 - 254°C 
5 

5- (4-? po7x—;t/) - 3- (2 7f;l/7tfyi/) 7 ; 7 

Ik 

j» * 227 - 230 °C 

5- (3.4-^7 s.~M - 3- (2 -T-7^;V7ir^7.tQ t ; 7 

It* 202 - 205 °C 

5- (4-^/f^7;;7x-^) -3- (2--J-7f-;l/7-trf-yU) 7; 
7 b°5 *7-;t/ 

14*218- 221 °C 
HJg#l8 

3- C3- (1, 3-^>7t^»7-;i/-2-^;[/) 7 p a e^-;U] 7 ^ 7 - 
5- (4-^PQ7i-/b) b a 7 7'-;i/ 
tt£ 234 - 236 °C 

3- (2 -^-7f-;U7-tr^;t/) 7; 7-5 - (4-b°U^;u) e^y-yu 
K * 227 - 235 1C (£g?i£) 
9dtt9J10 

5- (A-/ h^->7x-;U) -3- [3- (2-t7f/l/) 7°ofc°>j--;Ul 

'H-NMR (CDCI 3 ) «5 : 2.68-2.73 (2H. m), 3.03 -3.09 (2H, m), 3. 
31 (3H, s), 6.79-7.06 (4H. m), 7.40-8.11 (7H, m), 10.39 (1H. brs). 
12.60 (1H, brs) 
HJS0U1 

5- (4-/ h^->7x-7U) -3- [3- q-i-7*)\s) 7* '□ \£* - M 
7; / t*7 % /-)l> 
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it* 176 - 179 °C 

mmm 12 

M.S159- 161 °C 
HJ£#J13 

5- (5-^f^-2-b a 'Jy;i/) -3- (2 -^7?-;U7-fef-;l/) 7;/ 

>- 0 ^ w — jl, 

> S S / > 

K.& 238 - 245 °C 

HM#J 14 

5- (6 - / f-fr- 3 - -^U) -3- (2-^-7f-7U7-trf-;l/) 7;/ 
h°5 7 -A* 

HL$ 270 - 273 °C 
HJ£^I 15 

5- (4-j< h^->7x-;U) -3- [2->^;U-2- (2 -j- 7 fvl/) 7° 
ob°^-yUl 7;/t!7 , /-Jl' 

'H-NMR (CDCU) 5 : 1.77 (6H, s), 3.83 (3H, s). 6.73 (1H. s), 6. 
92 (2H. d, J = 8.4Hz), 7.42-7.58 (5H. m), 7.65 (1H, s). 7.82-7.90 
(4H. in) 

HS60J16 

3- T2- (3 — ;>•/■< 71/7 x—;u) -fuMf—i^i 7; 7-5 - (3. 4 - 

'H-NMR (CDCU) 5 : 1.60 (3H, d, J = 7.1Hz), 3.75-3.83 (1H, m). 
3.85 (3H, s). 3.89 (3H, s), 6.86 -6.90 (2H, m), 7.19-7.26 (2H, m), 
7.40-7.81 (8H, m), 7.96 (1H, brs). 9.16 (1H, brs) 

$mm 17 

5- (4- 9 no 7 x-;U) - 3- (3- f'J v?;l/7H?f-;l/) 7 ; / f 5 7- 

K.& 232 - 234 
Sdttil 18 
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5- (3. 4- : J* ^v7x-J^ -3- [2- (2-7Mo-4-b-7x 

'H - NMR (CDCU) 6 : 1.64 (3H, d, J = 7.1Hz). 3.77 (1H, q, J = 7.1Hz), 
3.90 (6H, s), 6.84-6.91 (2H. m), 7.07-7.56 (10H. m), 8.27 (1H, brs) 
IW119 

5 - (4 a ay x— ;tQ -3 - (4 - b° 'J v;l/7-tr7-;b) 7 ; j t'yV- 
14.$ 271 - 273 °C 

nmm 20 

5- (3. 4-i?/ ^->7i-Jl>) -3- f2- (4--fV7 , f;l/7x-^) 
b°:f -;H 7 ; V b°5 V'-A* 

'H- NMR (CDCU) <5 : 0.91 (6H. d, J = 6.6Hz), 1.60 (3H. d, J = 7.2Hz), 
1.81 - 1.90 (1H. m), 2.46 (2H. d, J = 7.2Hz). 3.72 (1H. q. J = 7.2Hz), 
3.90 (3H, s). 3.91 (3H. s), 6.74 (1H, s), 6.89 (1H. d. J = 8.2Hz). 7.08- 
7.26 (6H. m), 7.91 (1H, brs) 

mmm 21 

5- (6-/ f-JU- 2- b° Vv;l/) -3- (2 -7-7^;U7-t?f-;l/) 7;/ 
K.& 226 - 227 1C 

mum 22 

* 

5- (4-/ h4-->7x-;l/) -3- [2- (2-t7f;b) 7°a bV-;Ul 
7 ; J f 7 •/-/!/ 

K.& 225 - 227 «C 
11160123 

5- (5-7n^--3-b°'J v?;l/) -3- (2 - j-y + A*7 -t f- M 71 J 
b'5'/-;U 

HL& 250 - 252 X 
H2fc#J24 

3- {2-±y TfrT-bl-M 7 1 J -5 - (5 - b'-;U- 3 - b° ') v?;U) b° 
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5- (5 -7ot- 3 - tT'J >>/U) -3- (2 -7^7-f ^-trf-;!/) .7 i 7 
If 7 */-;!/ (509.8mg), h 'J 7*f-;Ut"-;i/xX (l.lmL), h'Jx(iX> 
y 'J x >7* h » Z><? >7 A ^ DD*H|(j! (74.2mg). h 'J -2-7 
'JA*X7< > (133.3mg) acfltfrffc'J ^7 A (311. 3mg) N f-;u t" 
o-'j K> (lOmL) KfloSfc&JPU 80°CirT-S£&# Lfc, £0$ 

-£•^7 Wtlrt U 7 A7JCZ§?S (lOOmL) - ? oo+^A (lOOmL) 'Pl'&g, 

30fl>H»U<jJB$Lfc. 5 httifiU «tt*fl*Lfc. 7j<lli 

'J ti t f)^t>^L.'7 o-? Y 7=77 4 - (Mif^ : 's+lt* > = 5 :1-;dd 
*;l/A : 7^y-;l/=10: 1) KTfiMHLfcSL ^DD*AA4>t,8flftt« 
C t (C <fc *) mmit&tiH (58.8mg) £6fej§ a s B (14*218 - 220 °C)' t LT*# 

5- (5-x^;i/-3-fc°'J^;U) -3- (2 -^-7^;l/7-tr5 1 ;l/) TiS 

3- (2-7-7f-;l'7-i:f^ 7; J -5- (5 - f— ;U- 3 - h° 'J t° 
5 '/-■/!/ (34.6mg) 4f F5t Kn75> (lOmL) KgJBU 1096><7y 
7i-Sf (20.1mg) £S0*.> 4«EzK^ffl*T«c— WBaLfc. 

ft (32.0mg) £$S£J£ B B 9 (HLA 222 - 224 °C) & 

3 -7 ; 7 - 5 - (3, 4-^> h*->7x-jlQ b <; 77'-;i/g)^it 
(1) 3, 4 -if / h * •><:;•/ 4 jVT-b h- h l ) Jl<<DWiik 

h- I- (1.8mL) ^n-rf;l/'Jf7A (2.5M^*-* 
13.8mL) ©ffcigTHF (30mL) *«IC-781C»CTln^, SffifiKT lBfHI 
jg#Lfc 0 :©fi*«i:3,4-y^ h+$E§@f^7 t ;l/(6.42g) O^THF 
(15mL) jg&^JO/U -78^X38^ M£KT 1 BflfflJIfcLfc. fiJS* 
&K7jc (lOOmL) if*i-fA (lOOmL) tCTfi&ffiL^o 7k!£ 

m&m~xm&^K'<k, wax*^ (2oomLx3) icTaatte. wttA 
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(3.6g) *8fc|t&|&A£LT»fc. 

'H-NMR (CDC1 3 ) 5 : 3.95 (3H. s). 3.97 (3H. s), 4.03 (2H. s). 6.92 
(1H, d, J = 9.0Hz), 7.49 (1H, d, J = 9.0Hz), 7.51 (1H. s) 
(2) 3-7;;-5- (3,4--;> h^y7x-W t°7 V -;i/©Si£ 

3, 4- vZ h + i/'OV'f ;l/7Hr h- h 'J ;U (3.6g) y -;u (20mL) 

iCig^U jJc^Tlct K5 (0.87mL) -S-JOx.^, d 

S&ePbU SMItS® (2.92g) &ft&g B % (HLS124- 125 °C) £ LTf#/c 0 

3-7t/-5- (4-^^W;/7x-A) k°7 7"-;U 
14*215 -218^3 ; 

3-7; Z -5- O-y^fil'T; Z-4-Z ^y7i-A) fcf^'Z- 
fifc.^ 158 - 160 1 ; 

3-72Z-5- (5-zf-;u-2-tryy;i/) f^v'-^ 

'H-NMR (DMSO-ds) 6 : 2.28 (3H, s), 4.67 (2H, brs), 5.87 (1H, 

brs), 7.60 (2H. brs), 8.35 (1H, s) ; 
3-75/-5- (6-/- 7-A/-3- e »J y;u) t°7'Z-;U 
'H-NMR (CDC1 3 ) <5 : 2.55 (3H. s), 5.10 (3H. brs), 5.99 (1H, s), 

7.13 (1H. d, J = 8.0Hz), 7.73 (1H, dd, J = 2.2Hz, 8.0Hz), 8.73 (1H, d. 

J = 2.2Hz) ; 

3 - 7 i 7 - 5 - (6 -J =f-h- 2 - fcf'J t?5'Z--/l/ 

'H-NMR (CDCI3) <5 : 2.53 (3H. s). 6.03 (1H, s), 7.04 (1H, d, J = 

7.7Hz), 7.30 (1H. d, J = 7.7Hz), 7.59 (1H. t, J = 7.7Hz) ; 
3-7 5 Z -5- (5-7a*-3-f'J^yl/) tf^'Z-vU 
'H-NMR (DMSO-d,) 5 : 5.05 (2H. brs), 5.87 (1H, s). 8.24 (1H. 

d, J = 2.0Hz), 8.55 (1H, d, J - 2.0Hz), 8.88 (1H, s) 
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(1) — JKxt [I] 



Ar 1 — (CH 2 ) n — C 



0 



R 1 R 2 H 



H 
N 



~17 

Ar 2 



[ I ] 



Df>Sf> fifi^!/*;^ {fi^^-Sr-;^ '^n{&3&7;u*;i^ f£ 

(2) Ar'®7 'J — A*4< 7 x r.;l/£X(i 7 f - ;UgT'* 5 Sfr#Jg 1 f£*c©"ffc£ 

(3) Ar 1 ©tt*9?S»Sa< tf u VJM&JUti > •/ >j yu£-c* 4»# 

(4) Ar J <D7'>l-^S* < 7i-^T*4ft^lEiSOfb^. 

(5) Ar' ©ftftSffilS* tf 'J 5?;!/*?* S!S*S 1 Ctt©<fc^fe. 

(6) n*<0Xlil T**»#ISllE*<Dfl:4H&. 

(7) R' £tf R s d^H^T * * fff$9 1 EttOftfctt, 

(8) 5 - 7 x -yu- 3 - (3 - 7 x -;U7°o t°^-;u) 7 ; J t'y v'-;k 
5- (4-^dq7x-;u) -3- (3-7x-;i/7°n t°^-^;U) 7 £ y 

5- (4-?dd7i-« -3-7x-yl/7tf;l'7;;t'7 , /-;K 
3- (1, 3-^> > /;i-*-!*-V->'i'-2--r;U7-ir i f ;10 7; / - 5 - (4-? 
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any 3.— JO) H^V-jV^ 

5- (4-^dd7x— ;U) -3- (2 -:*-7f-;uy-tr^A0 7;;t'5'/- 

5- (3. 4-^y h + y-7i^) - 3- (2--*-7f-;U7-fef-;lO 7;^t' 

5- (4 - i>y f-;U7 £ / 7 x-/U) -3- (2 - ± 7 f-;U7-jr 7iy 

3- [3- (1. 3-^>v'7i- + -9-v-;U-2-'r;!/) 7°ntr^-yu] 7iy- 
5- (4-7od7i-A) h'-7/-vK 
10 3- (2-^7f-;l/7-trf-;l/) 7iy-5 - (4-fiJ-^;U) t?5y*-;l/, 

5- (4-y h + '>7i-A) - 3- [3- (2-i-7?-)l) -fu^Jr-M 7 

i y tr^v-jK 

5- (4-y h*->7x— -3- [3- (l-t7f;U) 7°o h 0 *-;!/] 7 

;yt°7y"-;K 

is 5 - (3--^^f-;l/7;;-4-> h + ->7x-;l/) - 3- (2-7"7f;H 

5- (5-^f^-2-f'J-/;U) -3- (2-^7f-;U7-tr^;l/) 7;/f 

5- (6-y f-^-3-f'J ^yl/) - 3- (2-^7-f ;l>7-fe^;U) 7;/f 
20 7'/-^ 

5- (4-y h*>7x-;l>) -3- [2-y^;i/-2- (2-^- 7fA) 7°d 
.3- [2- (3-'<>7'fA7xiA) 7°Db'^--;i/] 7;;-5 - (3.4- 

vy K + >7x-yi/) e^y-yk 

25 5- (4-7do7i — ;U) - 3 - (3 - f 'J v*/U7-fcf- AO 7 ; / t: 7 '/- 

5- (3, 4 -v'y h*->7x— AO - 3- [2- (2-7/Wo-4-f7i 
-=.'JAO 7°nt°^-— 7;;t , 7 , /-/K 

5- (4-:7on7x-A0 -3- (4- t 0 'J v?A/7-tr^A0 7i/\£y'/- 

30 -'I', 
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5- (3, 4 hT->7i-^) - 3- [2- (4 y 7r*;U 7 x 7° 

a t 0 *-/u] T ^ J t°7 7-;k 

5- (6->f^-2-e'J -3- (2 -^T^UT-tTT^U) T=yt° 

5- (4-> h4-->7x-;l/) -3- [2- (2-^7^JU) 7 3 atV-;U] 7 
$ y t 9 7 7- >K 

5- (5 -7a*- 3- t?'J y;U) - 3- (2 -^7f-;U7-trf-;U) 7*yt° 
^ y — 

3- (2-t7f-^7tf-^) 7^y-5- (5-t-;U-3- £ l J t° 
5- (5 -xf;b- 3 - t°'J v^U) - 3- (2 -^7f-;U7-trf-/U) 7 i y fcf 

H 



Vr 2 



m^Sat, — jRSC cm] 

o 



Ar 1 — (CH 2 ) n — C— C — OH [ ni ] 

R l R 2 

7/u*;i>*, fSlft7;U3^->S, {&&7;u*;u^;i-S, ffifi7d/*-*7 i j 
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£1#Sfc£-f ^ -JRSC [I] 



Ar 1 — (CH 2 ) n 




[ I ] 



(10) — JRSC [I] 



Ar 1 — (CH 2 ) n — C 



R 1 R 



0 



N 
H 



H 
N 



\r 2 



C I ] 



t;u+;uS, {&&7A-=i*->g. {6»7;i/*;i/f-*^ {£&7;u*;U7 5 / 
a y iS&TJV^J^m. &&.T)i' J r-Ji<m, ^a|g|R7;u+;uS> {£ 

**7 i >^cf7y-;u*fr$tt*#j:9^snsiisu6*WL-a*T 

■ 

(11) -IS^ [I] 



Ar 1 — (CH 2 ) n 




C I ] 



[5£«K Ar'li^a^Jf^ {&S7;t/*;i/g> 18a7*<ir-;i/£ % ^ofi& 

(6IR7yU3*->S % {6&7^*;l/f-*3k !SJR7;l'4 ! -^7$ / 



WO 98/27063 



34 



PCT/JP97/04569 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP97/04569 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. "CI 6 C07D231/40, 401/04, 413/12, A61K31/415, 31/42, 31/44 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Midi mum documentation searched (class i ficat ion system followed by classification symbols) 

Int. CI 6 C07D231/40, 401/04, 413/12, A61K31/415, 31/42, 31/44 



Documentation searched other tha a minimum documentation to the extent that such documents are included ia the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 

CA(STN), REGISTRY (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



JP, 62-175466, A (Beecham Group PLC.)/ 

August 1, 1987 (01. 08. 87) 

& GB, 8531019, A & EP , 227431, A 

JP, 7-188269, A (Otsuka Pharmaceutical Factory, 
Inc . ) , 

July 25, 1995 (25. 07. 95) (Family: none) 



Relevant to claim No. 



1-11 



1-11 



| | Further documents are listed in the continuation of Box C | [ See patent family 



annex. 



' Spe c ial categories of cited documents: 

'A** document defining the general sate of the art which is not considered 
to be of particular reJcvaoce 

E" earlier document but published on or after the international filing date 

'L" document which may throw doubts on priority daim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

P" document published prior to the international filing dale but later than 
the priority date claimed 



~T" later document published after the international Gliog date or priority 
date and not in conflict with the application bat cited to understand 
the principle or theory underlying the invention 

"X"* document of particular relevance; the claimed invention cannot be 
considered novel or caonot be considered to involve an inventive 
step when the document is taken alone 

"Y~ document of particular relevance: the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other sucb documents, such combination 
being obvious to a person skilled in the in 

"St." document member of the same patent family 



Date of the actual completion of the international search 

February 12, 1998 (12. 02. 98) 



Date of mailing of the international search report 

February 24, 1998 (24. 02. 98) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/1SA/210 (second sheet) (July 1992) 



m&M&% PCT/ J P97/0 4569 



a. &w<D&-tzftw<D#m csiswsw** (ipc) ) 




Int. C 1 ' 


CO 7D 2 3 1/4 0, 
A61K31/415, 


4 0 1/0 4, 4 1 3/1 2, 
3 1/4 2, 3 1/4 4 






i (ipc) ) 




Int. CI' 


CO 7D2 3 1/4 0, 
A61K31/415, 


401/0 4, 41 3/12, 
31/42, 31/44 



CA (STN) , REGISTRY (STN) 



C. Mm-*-* t&ibbtiZXfa 



J P, 6 2 -1 7 5 4 6 6, A (bf— f-^i* • #1^—7 • ^A' 
v—) , 1. 8J?. 1 9 8 7 (0 1. 0 8. 8 7) &GB, 853 
10 19, A&EP, 2 2 7 4 3 1, A 

JP, 7-188269, A (#5fc#*±*«Sa£Ig) ,25.7 
1995 (25. 0 7. .9 5) 



1-11 



1-11 



fYj WCHil^fcSMfcT&o-C, 3 



ho 



12. 02. 98 



24.02.S8 



0*a»ffif (i s a/ j p) 

SSdS^-l 0 0-8 9 1 5 



(*ISf£<a;fc6fl&JI) 
& SSE W 



03-3581-1101 AM 3 4 5 2 




S^PCT/ISA/2 10 (JB2-<-^) ( 1 9 9 2^7^) 



